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The MAIUNG DATE of this communication appears on the cover sheet with the correspondence address- 

All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 

herewith (or previously mailed), a Notice of Allowance and Issue Fee Due or other appropriate communication will be mailed in due course. 

1 . M This communication is responsive to interview of 25 May 2000 . 

2. lEI The allowed claim(s) is/are 1-25 and 27 ^'^^ 

3. [3 The drawings filed on 30 December 1999 are acceptable. 

4. □ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d). 

a) □ All b) □ Some* c) □ None of the CERTIFIED copies of the priority documents have been 

1. □ received. 

2. □ received in Application No. (Series Code / Serial Number). . 

3. □ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 

* Certified copies not received: . 

5. 13 Acknowledgement is made of a claim for domestic priority under 35 U.S.C. & 119(e). 

A SHORTENED STATUTORY PERIOD FOR REPLY to comply with the requirements noted below is set to EXPIRE 
THREE MONTHS FROM THE "DATE MAILED" of this Office Action. Failure to timely comply will result in 
ABANDONMENT of this application. Extensions of time may be available under the provisions of 37 CFR 1.136(a). 

6 M Note the attached EXAMINER'S AMENDMENT or NOTICE OF INFORMAL APPLICATION (PTO-152) which gives reason(s) why 
the oath or declaration is deficient. A SUBSTITUTE OATH OR DECLARATION IS REQUIRED. 

7. □ Applicant MUST submit NEW FORMAL DRAWINGS 

(a) □ because the originally filed drawings were declared by applicant to be informal. 

(b) □ including changes required by the Notice of Draftsperson's Patent Drawing Review( PTO-948) attached 

1) □ hereto or 2) □ to Paper No. . 

(c) □ including changes required by the proposed drawing correction filed , which has been approved by the examiner. 

(d) □ including changes required by the attached Examiner's Amendment / Comment. 

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the reverse side of the 
drawings. The drawings should be filed as a separate paper with a transmittal letter addressed to the Official 
Draftsperson. 

8. □ Note the attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL 

Any reply to this letter should include, in the upper right hand comer, the APPLICATION NUMBER (SERIES CODE / SERIAL NUMBER). If 
applicant has received a Notice of Allowance and Issue Fee Due, the ISSUE BATCH NUMBER and DATE of the NOTICE OF 
ALLOWANCE should also be included. 
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EXAMINER'S AMENDMENT 



Oath/Declaration 

1. The oath or declaration is defective. A new oath or declaration in compliance with 37 
CFR 1.67(a) identifying this application by application number and filing date is required. See 
MPEP §§ 602.01 and 602.02. 

The oath or declaration is defective because: 

Non-initialed and/or non-dated alterations have been made to the oath or declaration. See 
37 CFR 1.52(c). 

2. An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with 
Grady J. Frenchick, Reg. No. 29,018, and Karen B. King, Reg. No. 41,898, on 25 May 2000. 
The application has been amended as follows: 



Claim 1. (Amended) A method of using magnetic particles to concgjxtotte^ harvest cells, 
comprising the steps of: 

(a) combining [a solutions witli^eeH^ [contained therein] with magnetic particles under 
conditions wherein the ceU^-fSrm a complex with the magnetic particles, wherein said magnetic 
particles are jsetgcted from the group consisting of (1^ oH dependent ion exchange particle and 
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(2^ silica magnetic particle consisting essentiallv^of^rm^ core coated with a siliceo us oxide 
having a hydrous siliceous oxide adsQq5{ive surface : and 

(b) isolating the cp«i^Tex from the solution by application of magnetic force. 



Claim 8. (Amended) A method of clearing a solution of disrupted biological material, according 
to steps comprising: 

(a) providing a solution comprising a disrupted bioji^gical material and a target nucleic 

^ acid: 

(b) combining the solution with sp^d magnetic particles under conditions wherein the 
i^"^ disrupted biological material selegtlvely forms a complex with the second magnetic particles, 

wherein said second mastic particles are selected from the grou p consisting of (1) pH 
denendent ion exch^e particle and (2) silica magnetic particle^ consisting essentially of a 




dependent 

magnetic coj^oated with a siliceous oxide having a hydrous siliceous oxide ad sorptive surface: 
and ^ 

(c) separating the complex from the solution by application of magnetic force. 

Claim 21. (Amended) A method of isolating a target nucleic acid from a disrupted bi( 
material, comprising the target nucleic acid, a first non-target material^^arjd.-a'^^ 
material, comprising the steps of 

(a) combining a solution of the discupi:€3^biological material with first magnetic particles 
under conditions wherein tii©-fifst non-target material selectively forms a first complex with the 
first magnetifx-iJarticl^ wherein said first magnetic particles are selected from the group 
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consisting of m pH dependent ion exchange particle and (2) silica magnetic particl/ceft^si^^ 
egl^entiallv of a magnetic core coated with a siliceous oxide having a hvdroug^liceous oxide 
adsorptive surface : 

(b) separating the first complex from the solution of^^^rupted biological material by 
application of magnetic force, forming a cleared solutiprfwmprising the target nucleic acid and 
the second non-target material; 

(c) combining the cleared soluJk5n with second magnetic particles under conditions 
wherein the target nucleic acid ^orbs to the second magnetic particles, forming a second 
complex; 

(d) isolating tj*e second complex from the cleared solution; 

(e) washing the second complex by combining the second complex with a wash solution 
and sepamtmg the second complex from the wash solution by magnetic force; and 

(f) combining the washed second complex with an elution solution, under conditions 
herein the target material is desorbed from the second magnetic particles. 



Cancel claims 26 and 30-34. 



3. The following is an examiner's statement of reasons for allowance: Claims 1-25 and 27- 
29 are allowable over the combined teachings of Dorn (US Patent 4,927,750), Van Vlasselaer et 
al, (US Patent 5,789,148), Nakahata (US Patent 5,861,315), the closest prior art of record. 

4. Dorn, column 15, discloses use of colloidal silica particles that have been treated with 
gamma-glycidoxypropyltrimethoxysilane. Unlike the claimed method, the method of Dorn 
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teaches rendering the treated silica particles non-ionic by having the silica particles be passed 
through carbon and cation exchange resin. The colloidal particles do not bind to the cells but 
rather, are used in forming a portion of a continuing gradient such that mononuclear cells can be 
separated from other cells in the sample. 

5. Van Vlasselaer et al., like that of Dom, disclose density gradient centrifugation where 
colloidal silica particles are used; see columns 13-17. 

6. Nakahata, column 5, discloses the use of magnetic beads for the selective separation of 
mononuclear cells from blood. Unlike the claimed method, Nakahata has antibodies conjugated 
to the surface of the magnetic particle.; see page 8. Unlike the claimed method, the magnetic 
particles are used to bind nucleic acid sequences, not bind other material found in the disrupted 
biological sample. 

7. Accordingly, the prior art of record does not teach nor reasonably suggest the claimed 
method of either harvesting/concentrating cells or purifying nucleic acid wherein said methods 
cells or their remnants (disrupted biological material), are bound to magnetic particles s defined 
in claims 1, 8, and 21. 

8. Any comments considered necessary by applicant must be submitted no later than the 
payment of the issue fee and, to avoid processing delays, should preferably accompany the issue 
fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for 
Allowance." 

9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bradley L. Sisson whose telephone number is (703) 308-3978. 
The examiner can normally be reached on 6:30 a.m. to 5 p.m., Monday through Thursday. 
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10. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, W Gary Jones can be reached on (703) 308-1152. The fax phone numbers for the 
organization where this application or proceeding is assigned are (703) 305-3592 for regular 
communications and (703) 308-0294 for After Final communications. 

IL Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 




Bradley L. Sisson 
Primary Examiner 
Art Unit 1655 



BLS 

May 29, 2000 



